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: * * * * PATENT TEXT FILE 

: ,HE WEEKLY PATENT TEXT AND IMAGE DATA IS CURRENT ^ 

* THROUGH AUGUST 31,1999 * 



=> s 



Mv-l-Lu{10A)packag? 

21203 MV 
2494171 1 
5360 LU 

18 MV-l-LU 

(MV{W) l(W)LU) 

194271 PACKAG? 

0 MV-1-LU(10A)PACKAG? 

=> s Mv-l-Lu(20A) producer? 

21203 KV 
2494171 1 
5360 LU 

18 MV-l-LU 

{MV(W) 1 (W) LU) 



14082 PRODUCER? 

0 MV-1-LU( 2 OA) PRODUCER? 



L2 

=> s Mv-l-Lu 

21203 MV 
2494171 1 
5360 LU 
^3 18 MV-l-LU 



(MV(W) l(W)LU) 



=> d 13,1-18 



3 1999 Target sequences for synthetic molecules; 
1. 5,932,474. Aug, 3, ^lll^ I [imAGE AVAILABLE] 

^^^^^ .„,.,„p. 

2 5,929,222, aul . 27, I^f;-^r36r23^f 435/69 . ^ [IMAGE AVAILABLE] 
r^^Jiry- Dirlc Lindemann, et al . , ^^^^ 

435/372, 350, 357, 363, 366, 

. 5,3.4,035, Oec. 1 — -^-^^^^ 

transforming growth jactor^^^^ 399' [IMAGE AVAILABLE] 

■ \ e 1993 VSV G pseusdotyped retroviral vectors; 
5. 5,317,491, Oct. 6, 1998, vsv 



435/456; 424/93.2; 435/320.1,^5, 366, 465 



Jiing-Kuan Yee, et 
[IMAGE AVAILABLE] 

6. 5, 780, 436, .ul. 14 ^^^^ /eptide c^^^^^^^ 33,/3,3, 
factor-like activity; Ra:endra S. Bhatnagar, ei: ai , 

330 [IMAGE AVAILABLE] 

T -^n iqqfi comcositions and methods for enhanced tumor 

7. 5,772,995, Jun ^0, 1998, Composition 424/93.21; 435/6, 7.23, 
Ti ■immiin-i tv in vivo; Habib Fakhrai, et ai., 1^1/ 

69 i, 91-4, 325; 530/389.7 [IMAGE AVAILABLE] 

T ic iqqfl lOAl Retroviral packaging cells and uses 

8. 5,766, 945, Jun. 16, 1^^^' f^^^" 1 325 [IMAGE AVAILABLE] 
thereof; A. Dusty Miller, 435/235.1, 320.1, lj- 

9 5 716,832, Feb. 10, 1998, Packaging cells; Jack R. Barber, et al., 
435/235.1, 325 [IMAGE AVAILABLE] 

10 5 686 292, Nov. 11, 1997, Hepatocyte growth f °^^/^"P^?^ 

388.85, '389.1, 389.7 [IMAGE AVAILABLE] 

.^^■^ oa. iqq? Peotide compositions with growth 
11. 5,661,127, Aug. 26, 1997, fP^J;^^ ^ et al . , 514/16; 530/329 
factor-like activity; Ra^endra S. Bhatnagar, et ai , 

[IMAGE AVAILABLE] 

o ^ c:qi fi94 Jan 7 1997, Retroviral packaging cell lines; Jack R. 
Barber', et' al ', 43?;366, 32o'.l, 369 [IMAGE AVAILABLE] 

, AO,, ROO Mar 5 1996, Growth inhibitory factor from urogenital 

Sinus; 'oavld^R. Rowley', 51,4/^2, 21; 530/324 [IMAGE AVAILABLE] 

14 5 304 541, Apr. 19, 1994, Methods using novel -"-3^^^r2'°™ 
growth'factor-'.beL.l/.beta. Anthony F. Purchio, et al., 514/12, 

530/399; 930/120 [IMAGE AVAILABLE] 

1/1 TQq-? Tcv- beta 1/. beta. 2: a novel chimeric 
15. 5,244,->93, J^Liho^y F Put=hlo, et al., 435/69.4, 

16 '5,221,620, .u„. 22, 1993. Cloning -nd «P«s,ion o, t„„=« 
l^^'.^^' 3?^553"l ^23^"l3°5l' 

-1 c Prnress for continuously culturing 

AVAILABLE] 

ciinn^ derived qrowth inhibitory 
18. 5, 196,334, Mar. 23, 1993 ^-gen^^^^^ TlS/l "; 530/324, 339, 828 
factor; David R. Rowley, et al . , 435/377, bl^/z, 
[IMAGE AVAILABLE] 



=:> d kwic, 3, 5 



US PAT NO: 



5,856,185 [IMAGE AVAILABLE] 
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DETDESC: 



DETD(352) 

VECTOR FROM HP CELLS 
CELL LINE SPECIES 



.beta. -Gal TITRE 



3T3 



MURINE 



MURIN 
MINK 
MACAQUE 
HUMAN 
HUMAN 
HUMAN 
HUMAN. 



PA317 

^fv-l-Lu 

FRhl 
HT1080 
HeLa 
WI 38 

DETROIT 557 

US PAT NO: 

DETDESC: 

DETD(92) 

VECTOR FROM 
CELL LINE 

PA317 
Mv-l-Lu 

FRhl 
HT1080 
HeLa 
WI 38 

DETROIT 557 
=> d kwic, 8, 9, 12 



1.0 
5.0 
<10 
<10 
<10 
<10 



. times 
. times 



10 . sup . 4 
10 . sup . 3 




5,817,491 [IMAGE AVAILABLE] 
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CELLS 
SPECIES 


b-Gal 


TITRE 


MURINE 


1.0 . 


times . 


MURINE 


1.0 . 


times . 


MINK 


5.0 . 


times . 


MACAQUE 


<10 




HUMAN 


<10 




HUMAN 


<10 




HUMAN 


<10 




HUMAN. 


. » 





10 . sup . 3 



US PAT NO: 



DETDESC: 



5,766,945 [IMAGE AVAILABLE] 
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DETD(27) 
Replication-competent 



virus spread, and were then ^^^^.^^^ . . ^ 

virus for infection 



interference assays and to produce ^^P^f X64rproiucing 
of other cells. Lu mnk^ells^ (ATCC^^^^^^^ ^^^^.^^ 



gibbon ape leukemia virus 
Eiden, National. 



US PAT NO: 



DETDESC: 



5,716,832 [IMAGE AVAILABLE] 



ned from Dr. M. 



L3: 9 of 18 



DETD{92) 



LINE 



SPECIES .beta. -Gal TITRE 



3T3 

PA317 

208F/C5 

FRhL 
HT1080 
HeLa 
WI 38 

DETROIT 551 
US PAT NO: 



MURINE 


1.0 


MURINE 


1.0 


RAT 


4.0 


MINK 


5.0 


MACAQUE 


<10 


HUMAN 


<10 


HUMAN 


<10 


HUMAN 


<10 


HUMAN. 


• • 



times 
times 
times 
times 



10 
10 
10 
10 



sup. 
sup 
sup 
sup 



4 
4 
4 

3 



5,591, 624 [IMAGE AVAILABLE] 
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DETDESC: 



DETD (92) 



LINE 



SPECIES ^^eta.-Gal TITRE 




MINK 

MACAQUE <10 

HUMAN <10 

HUMAN <10 

HUMAN <10 



3^3 MURINE 1.0 .times. 10. sup. 4 

PA317 MURINE 1-0 .times. 10. sup. 4 

onaWrR RAT 4.0 .times. 10. sup. 4 

^11^.11 5.0 .times. 10. sup. 3 

FRhL 
HT1080 
HeLa 
WI 38 

DETROIT 551 HUMAN. . • 

=> s retrovir?(5A) vector? and serum (5A) resistant 

652 4 RETROVIR? 
80397 VECTOR? 
2147 RETROVIR? {5A) VECTOR? 

51146 SERUM 
228630 RESISTANT 

132 SERUM (5A) RESISTANT .....^ , ^ pTrqrqTANT 

^4 21 RETROVIR? {5A) VECTOR? AND SERUM ( 5A) RESISTANT 

=> s 14 and non-primate? 



L5 

=> d 15,1-5 



925067 NON 

4371 PRIMATE? 
114 NON- PRIMATE? 

(NON(W) PRIMATE?) 
5 L4 AND NON-PRIMATE? 



. ^ «7i qq7 Feb 16, 1999, Methods and compositions for protecting 
1. 5, 871, 997, Fet). lb, i^^ . nroducer cells from inactivation 
retroviral vector Partxcles P^°^^^^^33i;i ^r recognition of galactose 

by complement ^ia reduction of ^ ^ ^ 435/235.1, 

alpha (1,3) galactosyl epitopes, Kusse^x 
238 239, 325 [IMAGE AVAILABLE] 

^rfi:^2?7.?r435nro^f5Sr4riiS^GEAVAii^L.i 

3 5, 849, 991, Dec. 15, 1998, Mice homozygous ^ f ^^^'r^oS/r " 

l-S-gklac^osyl transferase gene; Anthony J. ^^^^-^^^,^1 
435/320.1, 354, 463; 800/17, 18, 21, 22, ^i U 

. . nn^ 1-^2 Jan 6, 1998, Universal donor cells; Peter J. Sims, et 
al /800A7; 536/S3.!; 800/14, 18 [IMAGE AVAII^LE] 

19 1996 cells expressing high levels of CD59; Peter 
5. 5, 573, 940 Nov^ 12 9 Cells^ P^^^^_^ [IMAGE AVAII^LE] 

J. Sims, et al., q-^a/^o^^ f 



=> d 15,l,kwic 



c 071 997 [IMAGE AVAILABLE] ^ . 

US PAT NO: 5,871,yy/ y'^^^^^.^. „ protecting retrovxral 

TTTTE- Methods and compositions ror ^ 

TITLhi. r^art-irles and producer cells rrom 

vector particles an^ rpduction of the 

galactosyl epitopes 

ABSTRACT: nrovided for facilitating gene therapy 

Methods and compositions are proviaea a. 



procedures involving^e transduction of target cells^h retroviral 
vector particles in V presence of complement contai^^ body 
fluids. The reductioiTof levels of galactose alpha (1,3) galactosyl 
epitopes on the retroviral vector particles and/or the blockade 
of antibody binding to such epitopes have been found to render the 
particles less sensitive to. 

SUMMARY: 
BSUM(2) 

The present invention relates to gene therapy mediated by the 
transduction of primate cells by retroviral vector particles 
^RWPs) and, in particular, to methods and compositions for modulating 
the recognition of the RWPs by the humoral immune. . . 

SUMMARY: 
BSUM(15) 

These properties and capabilities have led to the development of 
retroviral vectors, retroviral packaging and producer cells, 
which are typically prepared from cells of murine origin, and 
retroviral vector particles (collectively referred to as 
retroviral transduction systems) as efficient means of stably 
Introducing exogenous genes of interest into mammalian cells. Certain 
retroviruses have been engineered. 

SUMMARY: 
BSUM(18) 

Bo^-T-nviral vector particles are particularly useful for 
,SSra"y Z'^'il, ™ua„ cells, including '^^T tlll^V.^T".'^" 

cell. 

constructed so as to be cip.ble o£ transducing mamalian cells from a 
wide variety of species and. 

SUMMARY: 

BSUM(19) 

successful gene transfer by transduction with a retroviral 
vector pSicle (RWP) requires: 1) incorporation of a gene of 
Intares? into a retroviral vector; ^l^P^^aging of a 
vector-derived viral genome into a RWP, J) oinaing 
the target cell; 4) penetration of at least the. . - 

SUMMARY: 
BSUM(21) 

of methods have been used experimentally to deliver 
Delivery . ■ ■. f 7 Most research has focused on the use of 

genetic material into cells. Most ^esearcn discussed 

"""" 

protocols for gene therapy use retroviral vectors (see, 
example. Miller, 1992; and Anderson, 1992). 



SUMMARY: 





BSUM(25) T5^4-*.«,r-i r-ai Vector Particles 

III. The Humoral Immune System and Retroviral Vector 



SUMMARY: 
BSUM(34) 



nfl/098 944 ("the »944 application"), filed Jul. 

The Performance of Human Gene Therapy in vivo, 
Clq. 



SUMMARY: 
BSUM{64) 



HHi^Hnn..! obiect of the present invention to provide agents 
presence of host body fluids. 



SUMMARY: 
BSUM(78) 



binding of In accordance with the invention, 

r,ttoViralv.ctor particles i„Mbltlon of natural 

:rtJhX-Sdi:ter:c":S:n the co^le^ent cascade. 



SUMMARY: 
BSUM{79) 



^i^n further provides pharmaceutical compositions 
The invention further P^°^-^__^^^ ^^oHncer cells and/o 



containing 




DRAWING DESC: 
DRWD(2) 

^ -r* a -ri" "i r 1 e survival {i.e., 
;tLr°orabUrtrtf transd^cftarget cells) in se.u. fro. various 
TrSteras indicatL. These experiments were. - • 

DRAWING DESC: 
DRWD ( 3 ) 

^article survival in human serum 
,XG. 2 shows r-^-^lll^^^^^^ alpha (1,3) galactose. These 

in the presence of glucose or gax 
experiments were carried out. . • 

DRAWING DESC: 



DRWD (11) 



„c. 10 ;-ws^«4^I ve«o. particle ^„ 

?S"Src:xls with either an amphotrophic or 

xenotrophic envelope.. 

DETDESC: 
DETD(2) 

will be 
refers . 



ons 



.articles, tor e^:.^ ^ foT nws- "IM" (inhibitor molecule) 

used in the discussion that follows. [xnnxu± 



DETDESC: 
DETD(4) 

General discussions of packaging cells P^^^^^^ J^^^J' .jf ^r'ouid 
vector particles and gene transfer using such partxcles^ 

in various P-'^li-tj^-.^gS^^^^i^^.Sern and Land, 1990; Eglitis, 1991; 
92/07943,. . . ^1-' ^^2^; ft^sJbel et al ., 1992 . The manipulation 

Miller, 1992; ^-11-9^-' l/^^^i^J^ct ^acLging vectors and 
of retroviral nucleic acids to ? Ausubel, et al., Volume 1, 

r,=,rkaaina cells is discussed in, for example, Ausucei, q?/07943. 
packaging ceij.;= 1992; Sambrook, et. . • S^/u/s'iJ, 

r ^Ja4J^l <rnf;o%^3 1 1 a 0^^^^^^^^ 

rriln?; ?~a ii^/cius^^^^^^^^^^^^ . such retrovjral^ 
vectors are f-^d in or examge Ko^, et^al., 

Acad. Sci. USA, 34=2150-2154, Miller 4,980,289, and 5,112,767; 

7:980-990,. • • ^ "o 85/05629 WO 90/02797, and WO 
and PCT patent P-bli<r^t^°;!^';°Jv^°i!des a p^i site and one or 

^z,:;::'^;^^^^^^ ---- -^"^ ^ 

function, e.g., an. 

DETDESC: 

DETD (5) 

Sf f.WP°sra" roL'^^r^hLrSL-S't-eirSvLwed ,s.e, for 
fxSl. BoXi'^" Kohn, et al., 1.8,. Lehh, 15,0,. . . 

DETDESC: 
DETD (9) 

S^^S?tle^.Krr virS V.«or P.^ 

respectively. 
DETDESC: 
DETD (10) 





DETDESC: 
DETD(ll) 

In order to be effective, retroviral vector particles (RWPs), 
anS, soma instances retroviral producer cells (PCs , need to be 
projected f rom{inactivation or destruction) by the action. . . 

DETDESC: 
DETD(13) 

Lth this embodiment of the present invention, protected 




galactose alpha 
selection include certain Chinese. 

DETDESC: 
DETD (29) 



in discussed above under the subheading "RWPs". The producer 

ceils of the invention are then prepared by the introduction of a 
retroviral vector into the packaging cells of the xnventxon. 

DETDESC: 
DETD (40) 

IV . . these techniques involve the removal of target cells of 

iSerest from a patient, incubation of the target cells wxth the 

1 r.;:.rticles and reintroduction of the transaucea 

llTZ'llllTlTo ^Se patiJ^t various procedures can be applied to the 
llraet cells • the like. Delivery of nucleic acid molecules of 

I'Kst iay-also be accomplished in vivo by administration of the 
protected retroviral vector particles to a patient. 

DETDESC : 
DETD (41) 

I. connection With sue. i„ ^^-.'^ t^.^t^rif ""S:";, with 
?K"tocSu"f dL?u fed'" "-pandLg application 

SLr.ul. 28 19« in "--^.f-Ls-wftrco^^teSn" ' 

"Pre-binding of Retroviral Vector ^^^^^^^^^ ^ Therapy In Vivo." 

Components to Enable The Performance of Human Gene Therapy 

DETDESC: 
DETD (42) 

. Rother, Scott A. Rollins, James M. Mason, and 

Similarly, . • • Kocner, ^^^^nt aoDlication Ser. No. 

c4-^r>Hon P sauinto and copending U.S. patent appxiodL^xun 

M. Mason and Stephen P. Squmto. . . 



DETDESC: 
DETD (45) 

The . . . some cases, the drug delivery system will be designed to 



optimize the biodist^ution and/or pharmacokinetics ^the delivery of 



it^hution and/ or pnarmacoKinetici ^^uxic 

the retroviral vectc«articles . See, for example, Re^gton's 
Pharmaceutical Scien^, supra, Chapters 37-39. For example, the 
compositions can be incorporated in vesicles composed. . - 



DETDESC : 
DETD(47) 



The . of the prescribing physician. Dosage levels for human 

subjects'are generally between about 10. sup. 6 and 10. sup. 14 colony 
forming units of retroviral vector particles per patient per 
treatment. Producer cells are provided in amounts of at least 10. sup. 3 to 
10. sup. 4 cells per treatment.. 



DETDESC: 
DETD (50) 

The construction of retroviral vectors directing the expression 
of such a galactose alpha (1,3) galactosyl transferase can be 
accomplished by methods well known to those of skill in the art (see 
above), such retroviral vectors can be used to transfect 
packaging cells to yield producer cells providing RWPs that direct the 
expression of the transferase. 

DETDESC: 
DETD (59) 

Betrovirus Titer Assay. The retroviral vector pLXSN (Miller 
and BuJ"more 1986), containing the neomycin resistance gene for 
selection, was utilized to examine the ability of type. . • 

DETDESC: 
DETD (62) 

Retrovirus Killincr Assav in Primate Sera. Retroviral vector 
r^^r^Ses including those from PA317 or PA317/H-transf erase cells, 
^^prroxS^teS 500 ?FU) were incubated for 30 min. at 37. degree. C. in. 



DETDESC: 
DETD (70) 

flanked the start and stop codons of the molecule 
Generation . . • J^^^^^^ l^l^^ f raqitient into the pLXSN retroviral 
Th(= rDNA was subcloned as an HjCokj. trdyiucnv, j-h r- 

al.l988). Briefly, GPE86 cells were transfected with. . • 
DETDESC: 

?nIctIvition of LXSN retroviral vector Particles in primate sera. 

DETDESC: 

DETD (76) , narticles in the presence 

inactivation of LXSN retroviral vector particles in ^ 

of added sugars 



DETDESC: 





DETD(77) 

.XSN retroviral vector particles -™ared^as^describe^^ ^^^^ 
above Aliquots of a ^Oo solution of ^^^^^^^ ^^^^^ 

^rscriW b ve.-The rllTtf ol ^hese titrations were calculated as fold 
SSSe in retroviral vector partic^ -e^^^^^^,^ 

?rt^g irctfsr;i ha-"3 ra^a'o^^, but not ^-^e substantially 
reduces the inactivation of the retroviral vector particles by 
human serum at all concentrations used. 



DETDESC: 



DETD(89) 

CHO-DG44 . - plasmid Gag-Pol-gpt versus the puromycin selection 
.Ssm^d CPURO (see copending U.S. patent applications Ser. Nos. 
S rmfsaS and 08/182%i2, both -titled "Retroviral V^^^^^ 

---ir/l^r?:rri:^^:rs^an^ce^:rM^ -e 



14, 1994.) which imparts 
cells . 

DETDESC; 

DETD(90) 



The . . . marker plasmid pTH which confers resistance to hygromycin 
(see Copending U.S. Patent applications Ser^ f/.^ic!! f^r 
i8/182,612, both -titled Retroviral Vector^^^ ^^^^^ ^^^^ 

Transducing N°^-Pr°l^^"f r^^erence) . Hygromycin-resistant 

:LSt1«".i;:traf atSSeS ^^-".nrtK „ t n..L.e. wit. , 

r.trovir.l veto. Pl»»^?/°f '-^J'/ 'S:d1o proS^e oultures 
interest to generate cells that are ««I>»"«° ^ ^^^^ packaging cell 

tSr^KwI/roJ^lS/ir^lr^rsupernatants fro» stable C„0-Da44 and 
line. iNvviT 1 « =,r(=^ r-esistant to human senun and 

°S?eint-S;It:f iir"™S co.^ared to RWP. pacH.ged In .ur.ne 
m^STS derived packaging cell lines such as Pft317 or. . . 



DETDESC: 
DETD(102) 



Downregulation of the -Ipha-Galactosyl Epitope on PASl^ Producer 
Results in the Production of Serum-Re sxstant Retrovirus. 



Cells 



DETDESC: 
DETD(108) 

r^^i-^ indicate that downregulation of 
concomitantly, . • - data ^^^^^^^^^^^ ^ells results in the 

rflK:.':"rerrSirKT.tiSrs"i" TJlltZlL. to inactivation 
human serum complement. 

DETDESC: 

DETD(181) n 1 ' Tmoroved retroviral vectors for 

Miller, A. D. and Rosman, ^; / * . . ^^^^^^^^^ (1989) 980-990. 

gene transfer and expression. Biotechniques y 



DETDESC: 




llZll^T. P«s= ."35, a. pres., 

CliAIMS : 



CLMS ( 1 ) 
What is claimed is: 

treating said RWPs with a glycolytxc enzyme. . . 



CLAIMS : 



CLMS (3) 



3 
1. 



. A retroviral vector particle produced by the method of claim 



CLAIMS : 
CLMS { 4 ) 

treating an RWP producer cell Ixne that. . . 

CLAIMS : 
CLMS { 7 ) 

7 . A retroviral vector particle produced by the method of claim 
4. 

CLAIMS : 
CLMS ( 8 ) 

culture has been incubated in a. . • 
CLAIMS : 



CLMS (11) 

11. A retroviral vector pa 

claim 8 . 



rticle isolated from the culture of 
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? s serum and human? and resistant 



Processing 
Processing 
Processing 
Processing 
Processing 
Processing 

Processed 10 of 36 files . . . 

Processing 

Processing 

Processed 20 of 36 files . 
Completed processing all files 
2239092 SERUM 
23619236 HUMAN? 
1122456 RESISTANT 

51 18740 SERUM AND HUMAN? AND RESISTANT 

? s si and retrovir? 

18740 Si 
411075 RETROVIR? 

52 511 SI AND RETROVIR? 
? s s2 and retrovir? vector? 

511 S2 

0 RETROVIR? VECTOR? 

53 0 S2 AND RETROVIR? VECTOR? 

? s s2 and vector? 

511 S2 
818140 VECTOR? 

54 175 S2 AND VECTOR? 
? s s4 and galactosyl 

175 S4 
20708 GALACTOSYL 
35 12 S4 AND GALACTOSYL 
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